Unidade Clinica Autbnoma de Oncologia Médica

Episédios Trombo-Embdlicos em Doentes Oncoloégicos:
Novas abordagens terapéuticas

Marta Vaz Batista

Orientadora: Sofia Braga
Diretora de Servico: Teresa Filiza
24 de Maio de 2018

Unidade Clinica Auténoma
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Caso Clinico

Fev. 18:

Astenia, Perda Ponderal 8 kg
e aumento de volume
abdominal ->internamento

60 anos

2 filhos

AP: Hipotiroidismo
Menopausa aos 50 anos

Nodulo mamario negligenciado
(16 anos de evolucao)
Recusou Investigacao

PS1

Nédulo pétreo mama dta 3cm
Adenopatias axilares

Nodulo SC cervical posterior
Derrame Pleural bilat e Ascite

Bidpsia mamaria

Neoplasia Maligna da Mama

Estadio IV (cutaneo, pleural (?),
carcinomatose peritoneal)

carcinoma invasivo da mama G2
RE 100% RP 90%
HER 2 negativo Ki 67 20%

-> Hormonoterapia (TMX)
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Caso Clinico

SU: Dispneia (3 dias evolug3o) Angio TC: TEP

Tosse seca, Polipneia envolvendo ramos segmentares da lingula,
artéria lobar inferior direita,segmento distal

2 meses depois

. - o da artéria pulmonar direita, ramo segmentar
TaqU|card|a Smusal; Sat 02 91% posterior da artéria direita

Neoplasia Maligna da Mama

Estadio IV (cutaneo, pleural (?),
carcinomatose peritoneal)

Apos 5 dias iniciou Edoxaban 60 +  Hipocoagulacio

mg id (Enoxaparina em dose terapéutica)

: * Oxigenioterapia
Alta para consulta de Oncologia

-> HT(letrozol)+NOAC(edoxaban)

Unidade Clinica Auténoma
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Neoplasia e Tromboembolismo

Cancro:

Estado de Hipercoagulabilidade

Probabilidade de TEV 4 a 7 vezes superior a populacao geral

Eventos Tromboticos sao a 22 causa de morte em doentes oncologicos

Evento Trombatico é fator prognostico independente de mortalidade

GESCAT ‘

http://www.gescat.pt/tromboembolismo/trombose-e-cancro-importancia-da-questao, consultado a 22 de Maio de 2018
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Neoplasia e Tromboembolismo

Cancro: Doentldeade

Trombofilia

TEV prévio

Fatores
de Risco
Local primario Tu mor Trata mgrprgg)
Histologia Q/HT
GESCAT ‘ Estadio e Extensdo Anti-angiogénicos

http://www.gescat.pt/tromboembolismo/trombose-e-cancro-importancia-da-questao, consultado a 22 de Maio de 2018
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Tratamento

Apos estabelecido diagnostico de TVE

Fatores a ter em consideracao

A Preferéncia do doente; Contraindicacdes
Plano Terapéutico . .
o Logistica e Relativas
e Prognostico ~ . . . ~
Questdes Financeiras para Anticoagulacao
Objetivo terapéutico Internamento vs Ambulatério Envolvimento SNC:
Terapéutica anti-neoplasica Supervisao do tratamento - metastizagdo
Estadio Preferéncia do doente: - hemorragia intracraniana
Hipercoagulabilidade: - oral vs injetavel Trombocitopénia
- acamado Aprovagdo Agéncias Reguladoras || Didtese Hemorragica
- fratura patoldgica Custos terapéutica Hemorragia Gl prévia

- cirurgia recente

- procedimento invasivo
- iatrogenia

- CVvC

Adagtado de UgToDate 2018i GraEhic 81646 Version 5.0

Aspetos

Técnicos

Dose:

- Insuficiéncia renal

- Obesidade

- Idade avangada
Monitorizagao (INR)
Existéncia de antidoto
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Tratamento

Objetivos de Anticoagulacao

Prevenir TEP fatal

Prevenir TEV recorrente
Prevenir TEV a longo-prazo e complicacoes de TEP

Doente Oncoldgico

Maior Probabilidade de TEV recorrente
Maior risco hemorragico

Mandala M, Falanga A, Roila F, ESMO Guidelines Working Group, Management of venous thromboembolism (VTE) in cancer patients: ESMO Clinical Practice Guidelines
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Tratamento

Terapéutica Inicial Terapéutica a Longo Prazo
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Tratamento

Terapéutica Inicial ‘erapéutica a Lonao Prazc

TEV O
5

seq

»
»

A A

»

Heparina de Baixo Peso Molecular Meta-an 15ensaios randomizados:
Enoxaparina, Dalteparina, Tinzaparina

ligeira reducéo mortalidade 3 meses vs HNF

Heparina nao Fracionada
Disfungao renal, Risco Elevado de Hemorragia

Hakoum Mb, Kahale LA, Tsolakian IG, et al, Anticoagulation for the initial treatment of venous thromboembolism in people with cancer. Cochrane Database Sys Rev 2018; 1: CD006649
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Tratamento
| e Terapéutica a Longo Prazo

A
v

Pelo menos 3 a 6 meses

OT eld

1. Heparina de Baixo Peso Molecular

Enoxaparina, Dalteparina, Tinzaparina

2. Anticoagulagéo Oral 9)

®  Hokusai VTE Cancer

Unidade Clinica Auténoma
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Hokusai VTE Cancer

The NEW ENGLAND JOURNAL of MEDICINE

| ORIGINAL ARTICLE |

Edoxaban for the Treatment of Cancer-
Assoclated Venous Thromboembolism

Gary E. Raskob, Ph.D., Nick van Es, M.D., Peter Verhamme, M.D.,

Marc Carrier, M.D., Marcello Di Nisio, M.D., David Garcia, M.D.,
Michael A. Grosso, M.D., Ajay K. Kakkar, M.B., B.S., Michael J. Kovacs, M.D.,
Michele F. Mercuri, M.D., Guy Meyer, M.D., Annelise Segers, M.D.,
Minggao Shi, Ph.D., Tzu-Fei Wang, M.D., Erik Yeo, M.D., George Zhang, Ph.D.,
Jeffrey I. Zwicker, M.D., Jeffrey |. Weitz, M.D., and Harry R. Biller, M.D.,
for the Hokusai VTE Cancer Investigators*

Raskob G, van Es N, Verhamme P, et al, Edoxaban for the Treatment of Cancer-Associated Venous Thromboembolism, New Eng J Med, Feb 2018; 615-624
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Hokusai VTE Cancer

Fase Ill de NAO INFERIORIDADE Edoxaban
HBPM? 60/30 mg id®
L L—

o
Doentes com cancro e °U"_I
com tromboembolismo :
: Aleatorizados em 2
venoso confirmado;
i : grupos de tratamentos
estratificados por risco (1:1)
hemorragico e ' Dalt . Dal
. alteparina alteparina
ajuste de dose 200Ul/kg id 150Ul/kg id
L ——
<
)
EO_,' > 8>
o 3 ~
Todos os doentes foram seguidos durante 12 meses ou até ao término do estudo (follow-up minimo de 9 meses)
a) Pelos menos 5 dias de HBPM, o escolha do tipo de HBPM e a duragdo ficam ao critério do clinico.
b) Edoxabano 30 mgid se a Clearance de Creatinina 30-50mL/min; peso <60kg;terapéutica concomitante com inibidores potentes glicoproteina-p
deﬁ’iuc/\mgmlog ‘ a‘

= _ = |

Raskob G, van Es N, Verhamme P, et al, Edoxaban for the Treatment of Cancer-Associated Venous Thromboembolism, New Eng J Med, Feb 2018; 615-624
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Hokusai VTE Cancer

Fase Ill de NAO INFERIORIDADE

1050 Patients underwent randomization

Edoxaban
60/30 mg id
0 |

HBPM

'

525 Were assigned to the edoxaban group 525 Were assigned to the dalteparin group

Sed

1 Did not receive the assigned
treatment

3 Did not receive the assigned
treatment

522 Were included in the modified intention- 524 Were included in the modified intention-

Dalteparina
150U1/kg id

Dalteparina
200UI/kg id

to-treat and safety populations
20 Had a qualifying diagnosis of venous
thromboembolism that was not confirmed
12 Did not receive =1 dose of edoxaban
after randomization
219 Did not complete the overall trial period
206 Died
10 Withdrew consent
3 Were lost to follow-up

to-treat and safety populations
16 Had a qualifying diagnosis of venous
thromboembolism that was not confirmed
208 Did not complete the overall trial period
191 Died
12 Withdrew consent
5 Were lost to follow-up

(T SeN

oewd
o€ eld

Figure 1. Randomization and Follow-up.

The modified intention-to-treat and safety populations included all the patients who had undergone randomization
and received at least one dose of the assigned treatment. Of the 303 patients in the edoxaban group and the 316 in
the dalteparin group who completed the overall trial period, 72 and 69 patients, respectively, had their follow-up
truncated to between 9 and 12 months because they were enrolled less than 12 months before the end of the trial.

Raskob G, van Es N, Verhamme P, et al, Edoxaban for the Treatment of Cancer-Associated Venous Thromboembolism, New Eng J Med, Feb 2018; 615-624
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Hokusai VTE Cancer

Fase Ill de NAO INFERIORIDADE

30 -
HBPM/edoxaban Dalteparin
25 A HR (95% Cl) HR (95% Cl) HR (95% Cl)
0.97 (0.70-1.36) 0.71 (0.48-1.06) 1.77 (1.03-3.04)
) 20 - p=0.0056 for p=0.09 p=0.04
- noninferiority
w
2
o
= 15 A 128 13.5
o 11.3
10 +
7.9 5.9
5 7 4
0 . .
Composite of the first recurrent VTE Recurrent VTE Major bleeding

or major bleeding

Modified Intention-to-treat population 12months (N=1046). *Type 3 and 4 major bleeding

Raskob G, van Es N, Verhamme P, et al, Edoxaban for the Treatment of Cancer-Associated Venous Thromboembolism, New Eng J Med, Feb 2018; 615-624 R TR ‘
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Hokusai VTE Cancer S —

90
E _ 80 154 Daltlep_ann
SR 70 T
100+ 20+ E £ 10-| ormmarS
—_ 24 60 o
S i 3 -~ Edoxab
g 0 Dalteparin E-.E, 5o . e oxaban
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% £ 804 15+ - _§§ ol
£ Edoxaban 2= 04 e
=m 704 2 2 0 30 6 90 120 150 130 210 240 270 300 330 360
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2 % 0 _"‘T-.—\— T T T T T T T T T 1
;:J s 50+ 5 0 30 60 9 120 150 180 210 240 270 300 330 360
= £ Days
=49 404 _ '
23 No. at Risk
-] Edoxaban 522 480 437 415 395 370 356 340 320 307 281 245 168
‘g g 304 0 ' ' ' ' ' ' ' ' ' ' ' . Dalteparin 524 438 452 423 389 370 358 348 333 321 282 246 1M
s 2 0 30 60 90 120 150 180 210 240 270 300 330 360
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H 10
Days E; 60 Edoxaban
=]
. ‘® 50
No. at Risk 2 5 e T
= ool T e
Edoxaban 522 472 429 407 388 360 345 328 310 295 270 237 16l z s alepann
Dalteparin 524 485 449 420 385 364 352 340 324 313 276 241 171 2 30 ot
I 0 30 60 90 120 150 180 210 240 270 300 330 360
F i
Figure 2. Kaplan—Meier Cumulative Event Rates for the Primary Outcome. e T U
. . . . . . [ e ettt
The primary outcome was a composite of recurrent venous thromboembolism or major bleeding. The inset shows 0 30 6 9 120 150 130 20 240 270 300 330 360
the same data on an enlarged y axis. Days
No. at Risk
Edoxaban 522 484 447 426 404 375 358 343 323 308 282 248 168
Dalteparin 524 497 466 436 400 390 378 356 346 335 208 262 183
Figure 3. Kaplan—Meier Cumulative Event Rates for Secondary Outcomes.
Shown are cumulative event rates for recurrent venous thromboembolism (Panel A) and major bleeding (Panel B).
The insets show the same data on an enlarged y axis.

Oncologla‘

Unidade Clinica Auténoma

Raskob G, van Es N, Verhamme P, et al, Edoxaban for the Treatment of Cancer-Associated Venous Thromboembolism, New Eng J Med, Feb 2018; 615-624
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Hokusai VTE Cancer

Conclusoes

v’ Edoxaban NAO INFERIOR a Dalteparina no outcome composto de TEV recorrente e hemorragia major

v Maior incidéncia de hemorragia major no braco de Edoxaban -> hemorragia digestiva alta

Unidade Clinica Auténoma

Raskob G, van Es N, Verhamme P, et al, Edoxaban for the Treatment of Cancer-Associated Venous Thromboembolism, New Eng J Med, Feb 2018; 615-624 —— —— .



Episodios Trombo-Embdlicos em Doentes Oncoldgicos: Novas abordagens terapéuticas

Tratamento

Terapéutica a Longo Prazo

P
<

v

Pelo menos 3 a 6 meses

OT eld

1. Heparina de Baixo Peso Molecular
Enoxaparina, Dalteparina, Tinzaparina

2. Anticoagulagao Oral — Edoxaban

3. Ponderar Varfarina ) _
Preferivel vs. ndo tratar

Unidade Clinica Auténoma
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Tratamento

Terapéutica a Longo Prazo

P
<

v

Pelo menos 3 a 6 meses

OT eld

1. Heparina de Baixo Peso Molecular
Enoxaparina, Dalteparina, Tinzaparina

2. Anticoagulagao Oral — Edoxaban

3. Ponderar Varfarina Preferivel vs. ndo tratar
4. (Outros Novos Anticoagulantes Orais ...)

Unidade Clinica Auténoma
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Qutros NOACs

Comparacao com Varfarina

Sub-analise doentes oncoldgicos

ensaios de aprova¢ao na populacao em geral

v’ Rivaroxaban (estudo EINSTEIN) e Dabigatran (estudo RECOVER) -> sem diferenca em termos de taxa de
recidiva e hemorragia vs. doentes sob varfarina

v’ Apixaban (estudo AMPLIFY) -> reducdo de TEV recorrente e hemorragia vs. Varfarina, ndo significativas

Prins MH, Lensing AW, Bauersachs R, et al., Oral Rivaroxaban versus standard therapy for the treatment of symptomatic venous thromboembolism: a pooled analysis of the EINSTEIN-DVT and PE -
Oncologia

randomized studies. Thromb J 2013; 11:21 Unidade Clinica Auténoma
Schulman S, Goldhaber SZ, Kearon C, et al., Treatment with dabigatran or warfarin in patients with venous thromboembolism and cancer. Thromb Haemost 2015; 114-150 ‘

Agnelli G, Buller HR, Cohen A, et al. Oral apixaban for the treatment of venous thromboembolism in cancer patients: results from the AMPLIFY trial. ] Thromb Haemost 2015; 13: 2187
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Outros NOACs

Aguardam-se os Resultados...

SELECT -D
PE index event or
RVT positive ___°<
before 6 months
N~300

Rivaroxaban

Rivaroxaban*

| A
| 'l
o I I
"l 1 S
| N %
: Placebo : E
| RVT negative |
=2 before 6 months |
Dalteparin? N~130 No treatment P
|

Dados apresentados em 2017 no ASH meeting
n = 406 doentes

Reducao de recorréncia TVE (4% vs. 11%)
lgual % hemorragia major (4% vs. 3%)

Unidade Clinica Auténoma

Young A, et al. Anticoagulation Therapy in SELECTeD Cancer Patients at Risk of Recurrence of Venous Thromboembolism [presentation], disponivel em —
htto://www clinicaltrialresults ore/Slide</SEIECT-D Youne ndf consultado a 23 de Maio de 2018 i — .


http://www.clinicaltrialresults.org/Slides/SELECT-D_Young.pdf
http://www.clinicaltrialresults.org/Slides/SELECT-D_Young.pdf
http://www.clinicaltrialresults.org/Slides/SELECT-D_Young.pdf
http://www.clinicaltrialresults.org/Slides/SELECT-D_Young.pdf

Episodios Trombo-Embdlicos em Doentes Oncoldgicos: Novas abordagens terapéuticas

Outros NOACs

Aguardam-se os Resultados... CASTA- DIVA

[Objeclive: To assess the efficacy and safety of rivaroxaban versus dalteparin for the treatment of VTE}

in patients with active cancer* at high risk of VTE recurrencet

I Rivaroxaban
15 mg bid for 21 days then 20 mg od

Population: Patients

1
. i
I Rivaroxaban | pulati I
. with active cancer*
N~530 I g I and symptomatic VTE |
. PE index event or @t high risk of |
Rivaroxaban* | i I recurrence” i
R RVT positive o —
L I beforhel 633'\{?"“15 I g. 200 1U/kg for 4 weeks then 150 IU/kg
I :I E Short design: Prospgctive mult_\cen!er‘ rz_andomized‘ Indication:
| Placebo | © :Cpljeurgilf:ﬁe;’np:?;:g;;;:]fg‘omy trial with blinded VTE treatment in patients with cancer
L
| I
| RVT negative |
CONKO - 011
Dalteparin® N~130 No treatment | )
| |
21 Tage : 3 Monate
| ! 1 ‘
12 months E ’ Rivaroxaban Rivaroxaban
15 mg 2xtagl. p.o. 20 mg 1xtagl. p.o.
450 é ‘
Patienten E
3

NMH
Therapeutische Dosierung (1-2xtagl. s.c.)*

Behandlungsdauer: 3 Monate
Follow-up: 1 Monat nach Absetzen der Studienmedikation
6 Monate nach Randomisierung

* gemaR Standards des Prifzentrums, zugelassene Dosierungen

Riess H, Sinn M, Kreher S., CONKO-011: Evaluation of patient satisfaction with the treatment of acute venous thromboembolismswith-rivaroxabaner low molecular weight .
heparin in cancer patients. A randomized phase Ill study, Dtsch Med Wochenschr, 2015, 140(S 01): S22-S23 0 l ‘
Khorana A, Weitz J., Treatment Challenges in Venous Thromboembolism: An Appraisal of Rivaroxaban Studies, Thromb Haemost, 2017 Unidadm.icaCAQOa Og ‘a

Young A, et al. Anticoagulation Therapy in SELECTeD Cancer Patients at Risk of Recurrence of Venous Thromboembolism [presentation], disponivel em — —— .

httn://\wwnns clinicalyrialraciilie Aarc /Slidac/SELECT-D Vaiins ndf canciilyadn 2 22 Aa Main de 2019
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Qutros NOACs

Aguardam-se os Resultados...

Caravaggio ADAM-TVE

Intervention/treatment . »il e . -
Experimental: Apixaban Drug: Apixaban Cancer and VTE Trla': DeS|gn
._,_’_-————————- =
orally administered, at the dose of 10 mg bid for 7 days, followed by 5 mg bid (total period of treatment: six months) Tablets Day 7
1 >
Active Comparator: Dalteparin Drug: Dalteparin 1 Apixaban
3 1
subcutaneously administered, at a dose of 200 IU/kg SC o.i.d for 1 month. Thereafter, dalteparin will be administered at a dose of 150 IU/kg o.i.d. for & Injections Patients with ':\m[_(‘ow
th
montns cancer and

N=315
. e [T T e m——
1:1 Dalteparin Dalteparin

i
- (lower dose) g ol
) ]

Day0  Day 30 Day 180
Primary outcome: major bleeding; Secondary outcome: recurrent VTE

1
1
1
VTE i
1
I
I
1

ChinicalTrials.gov. NCT02585713 —

Khorana A, The Role of NOACs in Cancer-Associated Thrombosis, medscape activity, disponivel em https://www.medscape.org/viewarticle/867873 transcript , consultado a 23 de maio de 2018 UOH’:.\CAQ!Og‘a ‘

NCT03045406, disponivel em https://clinicaltrials.gov/ct2/show/NCT03045406 , consultado a 23 de maio de 2018 — . - ‘
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Outros NOACs

Aguardam-se os Resultados...

Study Arms

* Experimental: Randomized Arm 1

‘ : AN VAS Randomized Arm 1 will get anticoagulation therapy with a Direct Oral AntiCoagulant (DOAC). There are four FDA-approved DOAC drugs that may be
used for this study: Rivaroxaban, Apixaban, Edoxaban, or Dabigatran. The treatment (including dosage form, dosage, frequency and duration)
should be administered in accordance with the drug's FDA package insert, and all modifications are at the discretion of the treating investigator.

Interventions:

o Drug: Rivaroxaban
> Drug: Apixaban Anticoagulante Oral
o Drug: Edoxaban
o Drug: Dabigatran

s Active Comparator: Randomized Arm 2
Randomized Arm 2 will get anticoagulation therapy with low molecular weight heparin (LMWH) with or without a transition to warfarin. There are
three FDA-approved LMWH drugs that may be used for this study: Dalteparin, Enoxaparin, or Fondaparinux. The treatment (including dosage form,
dosage, frequency and duration) should be administered in accordance with the drug’'s FDA package insert, and all medifications are at the
discretion of the treating investigator.
Interventions:

° Drug: artain HBPM/fondaparinux
o Drug: Dalteparin

o Drug: Enoxaparin +/— Va rfa r| na

o Drug: Fondaparinux

s Experimental: Preference Cohort
If an eligible participant is offered randomization and declines randomization, then a limited number of participants (up to N=190) will be allowed to
enroll in the Preference Cohort. In this case, the treating physician and patient choose Arm 1 or Arm 2 (non-randomized).

Preference cohort: Non-randomized Arm 1 will get anticoagulation therapy with a Direct Oral AntiCoagulant (DOAC).

Preference cohort: Non-randomized Arm 2 will get anticoagulation therapy with low molecular weight heparin (LMWH) with or without a transition to
warfarin. ‘

Oncol

Unidade Clinica Auténoma

NCT02744092, disponivel em https://clinicaltrials.gov/ct2/show/record/NCT02744092?term=VTE+and+cancer , consultado a 23 de maio de 2018
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Tratamento

Terapéutica Inicial Terapéutica a Longo Prazo

TEV

A

v

Pelo menos 3 a 6 meses

OT eld

Estender periodo de anticoagulacao? ?
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Duracao da Terapéutic

3 a 6 meses?
Prolongar?

4 Neoplasia Ativa

Neoplasia Curada

Neoplasia em Progressao

Reavaliagdao Anual orcolod ™

Unidade Clinica Auténoma
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Mensagens Finais

TEV -> Estabelecer estratégia terapéutica
v’ Terapéutica Inicial: Heparina de Baixo Peso Molecular (preferencial)

v’ Terapéutica a Longo Prazo: Heparina de Baixo Peso Molecular, Edoxaban

v Ensaios de novos anticoagulantes orais em curso

v’ Prolongar anticoagulacdo? —> Individualizar Terapéutica
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Obrigada pela vossa atencao

Unidade Clinica Auténoma
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Warfarin and Novel Anticoagulant Mechanisms of Action

- — - >

New Oral

Xa Inhibitors
Rivaroxaban
Apixaban
Edoxaban

Low-Molecular- o
Weight Heparin

New Oral
lla Inhibitor
Dabigatran etexilate

Fibrin Clot

uncoiog ia W
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Khorana Score

Patient Characteristic

Risk Score
Site of Primary Cancer

» Very High Risk (stommach, pancreas) 2
» High Risk (lung, lymphoma, gynecologic, bladder, 1
testicular)

Prechemotherapy platelet count = 350 x 107/L

]
Hgb < 10 g/dL 1
Prechemotherapy leukocyte count= 11 x 107/L ]
BMI 35 kg/m? 1
Total Score Risk of Symptomatic VIE
0 Low (0.8-3%)
1-2 Intermediate (1.8-8.4%)
3 or higher High (7.1-41%)

Unidade Clinica Auténoma
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Score de Risco de Recidiva

A partir coorte de ensaios préevios

Variavel Pontuacao

Cancro de Mama -1
TNM estadio I ou I B Baixo Risco — < 0 pontos
. Risco Intermédio — 0 pontos
Sexo feminino 1 :
Risco Alto - > 0 pontos
Cancro Pulmao 1
TEV prévio 1

Requer Validacgao!

Unidade Clinica Auténoma

Liouzada ML, Carrier M, Lazo-Langner A, et al., Development of a clinical prediction rule for risk stratification of recurrent venous thromboembolism in patients with cancer —— e .
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Pentasaccharide
A Unfractionated ;#” sequence
heparin i

[
]
Antithrombin .
2= -'-'-'-'-'-'-'..I_
# L]
L s)
c B
L]

B Low-molecular- @
weight heparin (s

C Pentasaccharide

L 4

I - "--..___\__
Source: D. L. Kasper, A. 5. Fauci, 5. L. Hauser, D. L. Longg, 1. L. Jameson, J. Loscalzo: Harrison's Principles of Internal Medicine, 19th Edition. [
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